NDA 20-083/S-025

Janssen Research Foundation
Attention: Edward G. Brann

Ass. Director, Regulatory Affairs
1125 Trenton-Harbourton Rd.

P. O. Box 200

Titusville, NJ 08560-0200

Dear Mr. Brann:

Please refer to your supplemental new drug application dated November 29, 1999, received November 30,
1999, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Sporanox®
(itraconazole) Capsules, 400 mg.

We acknowledge receipt of your submissions dated January 19, 2001, March 26, 2001, April 16, 2001 and
May 2, 2001.

This supplemental new drug application provides for changes to the Sporanox® Capsule label as summarized
bel ow:

1. Information concerning congestive heart failure in patients receiving SporanoxX® has been added to the
Boxed Warning, CLINICAL PHARMACOL OGY/Special Populationg/Decr eased Cardiac
Contractility, CONTRAINDICATIONS/Congestive Heart Failure, WARNINGS/Cardiac
Dysrythmias, WARNINGS/Cardiac Disease, PRECAUTIONS/Information for Patientsand
ADVERSE REACTIONS/Post-marketing Experience.

2. Dofetilide has been added to the list of Drug Interactions inthe Black Box,
CONTRAINDICATIONS/Drug Interactions, and PRECAUTIONS Drug
I nteractiong/Antiarrythmics. Astemizole has been deleted from these sections of the label and the
PRECAUTIONS/Drug I nter actions/Antihistamine statement regarding astemizole has aso been
del eted.

3. Information describing Sporanox® as a CY P3A4 inhibitor causing increased plasma concentration
levels of certain co-administered drugs has been added to the Boxed War nings,
CONTRAINDICATIONS/Drug Interactionsand PRECAUTIONS Drug Interactions. This
information has aso been added to the following drug dassesin PRECAUTIONS Drug
I nteractions. Anticonvulsants, Antimycobacterials, Antipsychotics, Macrolide Antibiotics,
Non-nucleoside Rever se Transcriptase Inhibitor s, Protease Inhibitors and dfentanil and
trimetrexate liged inthe " Other™ category.
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4. A statement has been added to INDICATIONS AND USAGE advisng thet prior to initiating
treatment, appropriate nail specimens for laboratory testing (KOH preparation, fungd culture, or nail
biopsy) should be obtained to confirm the diagnods of onychomycosis.

5. Information concerning hepatotoxicity in patients receiving Sporanox”® has been added to CLINICAL
PHARMACOL OGY/Special Populations/Hepatic I nsufficiency,
CONTRAINDICATIONS/Hepatitis, WARNINGSHepatic Effects, ADVERSE
REACTIONS and ADVERSE REACTIONS/Post-mar keting Experience.

6. The CLINICAL PHARMACOLOGY/Special Populationg/Renal Insufficiency subsection was
revised to provide a more complete description of the results of the pharmacokinetic study in rendly
impaired patients.

7. Information concerning the negative inotropic effect of dihydropyridine calcium channd blockersin
patients receiving Sporanox® has been added to PRECAUTIONS/Calcium Channel Blocker's.

8. Thefallowing drugs have been added to PRECAUTIONS/Drug I nteractions:

- dfentanil

- dprazolam

- dorvaddin
- busulfan

- buspirone

- cerivadain

- darithromycin
- docetaxel

- dofetilide

- erythromycin
- nevirgpine

- omeprazole
- pimozide

- saguinavir

- grolimus

- trimetrexate
- vergpamil

Additionally, this section has been reorganized to include new class names.

9. Menstrud disorders was added to rare cases described in ADVERSE REACTI ONS/Post-
mar keting Experience.

We have completed the review of this supplementa gpplication, as amended, and have concluded that
adequate information has been presented to demondirate that the drug product is safe and effective for useas
recommended in the agreed upon labdling text. Accordingly, the supplementa gpplication is approved effective
on the date of this letter.
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Thefind printed labeling (FPL) must be identical to the enclosed labeling (package insert submitted May 2,
2001). We acknowledge that theinitid printing will not include mengtrud disordersin the PRECAUTIONS
section, Post-mar keting Experience subsection, but mengtrud disorders will be included in the subsequent

printing.

Pease submit the find printed labeling (FPL) eectronicaly according to the guidance for indudtry titled
Providing Regulatory Submissions in Electronic Format - NDA (January 1999). Alternativey, you may
submit 20 paper copies of the FPL as soon as it is available but no more than 30 days after it is printed. Please
individually mount ten of the copies on heavy-weight paper or Smilar materid. For adminigtrative purposes,
this submission should be designated "FPL for approved supplement NDA 20-083/S-025." Approva of this
submission by FDA is not required before the labeling is used.

In addition, please submit three copies of any promotional materials that you propose to use for this product.
All proposed materias should be submitted in draft or mock-up form, not find print. Please submit one copy
to this Divison and two copies of both the promotiond materids and the package insert directly to:

Divison of Drug Marketing, Advertisng, and Communications, HFD-42
Food and Drug Adminigtration

5600 Fishers Lane

Rockville, MD 20857

If an additiond letter communicating important information about this drug product (i.e., a"Dear Hedth Care
Professonal” |etter) isissued to physcians and others responsible for patient care, we request that you submit a
copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA st forth under 21 CFR
314.80 and 314.81.

If you have any questions, call Robin Anderson, Labeling Reviewer, a (301) 827-2127.

Sincerdy,

Mark J. Goldberger, M.D., M.P.H.

Director

Divison of Specid Pathogen and Immunologc Drug
Products

Office of Drug Evauetion IV

Center for Drug Evaluation and Research



